OBJECTIVE: Hepatitis C virus is the most prevalent chronic blood-borne infection in the United States, typically acquired through contaminated blood products or needle sharing. We hypothesized that patients with chronic hepatitis C infection experience stigmatization independent of mode of acquisition and that it negatively affects quality of life.
H epatitis C virus (HCV) is the most prevalent chronic blood-borne infection in the United
States and the leading cause of chronic liver disease. 1 An estimated 3.9 million
Americans are infected with hepatitis C, with 170 million persons affected worldwide. 2, 3 It results in cirrhosis of the liver in an estimated 20% of patients. 4 Ten percent will ultimately die as a result of complications of cirrhosis, including liver failure and liver cancer, making hepatitis C an important public health concern. 5 While clinicians are continually confronted with treating and referring such patients, relatively little information is available about the impact of this disease on the quality of life of infected individuals. 6, 7 The HCV is transmitted by needle stick injury, transfusion, or other forms of exposure to contaminated blood. As a blood-borne disease, hepatitis C is reminiscent of infection with HIV. This association is strengthened by the fact that intravenous drug abuse is a significant risk factor for contracting both diseases, something that can potentially lead to stigmatizing experiences. 8 Stigmatization is defined as attitudes expressed by a dominant group which views a collection of others as socially unacceptable. [9] [10] [11] It can affect the self-esteem and quality of life of the affected individuals. 12, 13 Certain categories of patients have been ostracized throughout history, as exemplified by individuals infected with leprosy or HIV. 14, 15 In the medical environment, stigmatization may cause differences in delivery or even frank denial of treatment, both of which can result in severe adverse effects for the patient. 16 This can reduce a patient's ability or willingness to implement and continue demanding lifestyle changes or to follow a complicated medical treatment regimen. 17, 18 While the association between this illness and intravenous drug use may lead to stigmatization, no study has explored the prevalence and consequences of such stereotyping on the quality of life in patients with HCV. We hypothesized that (1) patients with chronic hepatitis C infection commonly experience stigmatization, and (2) that it is associated with a lower quality of life, with an increase in feelings of anxiety and depression, and with a deterioration of social support. We explored this hypothesis by integrating qualitative themes with demographic information, survey results, and clinical variables.
METHODS

Patients
We enrolled patients with chronic hepatitis C infection attending the liver clinic at the University of Iowa between October 1998 and May 2001. A trained assistant asked them at the time of their clinic visit to participate in an extensive interview and to complete health-oriented questionnaires. After obtaining informed consent, we noted age, gender, race, education, employment level, and likely mode of acquisition of HCV. We excluded patients if they were younger than 18 years of age, considered legally incompetent, prisoners, unable to communicate verbally, or pregnant. Only patients who completed all aspects of the study were included in the final analysis. The University of Iowa's Institutional Review Board had approved the study.
Structured Interview
A trained assistant conducted the semistructured interview in an environment that assured privacy. The interviews, comprised of 24 questions and structured follow-up responses, ranged in length between 20 minutes and 2 hours, with a mean time of 50 minutes (Appendix 1). The interview addressed questions related to the patient's quality of life, perception of self, experiences with stigmatization, social interactions at work, home, and in the health care environment, and stressors and changes in the patient's life attributed to the disease. The interviewer recorded responses with a hand-held tape recorder and transcribed verbatim. We removed all identifiers and demographic information from the transcribed interviews.
Coding
The frequency and types of stigmatizing themes were determined through qualitative methods. 19 Drawing on Crabtree and Miller's "quasi-statistical" typology, the analysis began by generating a code book. 20 Twenty trained interviewers, each with more than 1 year of experience in interviewing, read 50 randomly selected texts from 150 transcribed interviews and ranked the top 10 themes. Two trained coders and the primary investigator synthesized the list of topics and constructed a master code book related to quality of life, social interaction, and stigmatization. It contained ordinal scales for each topic in order to note the intensity as well as the frequency of its use. Employing Atlas.ti (Scolaris, Berlin, Germany), a qualitative analysis software package, a team of two trained coders independently assessed each interview. The coders attended a 3-week training course before the analysis began and worked for the entire duration of the project. Differences between coders were processed until 100% agreement was attained between them, and a master databank was developed. We used the coders' initial coding spreadsheets to determine a final kappa score demonstrating the agreement between the evaluators before the final agreement step began.
Stigmatization Codes
We operationally defined stigmatization as (1) being negatively judged by others and (2) as a result of the patient's HCV infection. Patients who had negative selfthoughts about contracting the disease but who had not experienced pejorative judgments from others were not categorized as stigmatized. Further criteria for distinguishing mild, moderate, and severe stigmatization were developed for coding (Appendix 2).
Questionnaires
After the interview, we asked patients to fill out the Sickness Impact Profile (SIP), a well-validated health status survey, containing 12 major categories, with a subtotal for both psychosocial and physiological status. 21 Patients also completed the Hospital Anxiety Depression Scale (HAD), a validated screening tool for the assessment of depressive and anxious emotional disturbances.
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Cause and Stage of Hepatitis C
All patients also underwent a detailed history and physical examination as part of their routine clinic visit. Suspected risk factors for the acquisition of the hepatitis C infection were identified by interview and chart review. All patients carried the diagnosis of hepatitis C based on antibody testing and demonstration of viral RNA in serum or whole blood. At the time of their clinic visit, alanine aminotransferase (ALT), albumin, and the prothrombin time (PT) were obtained through a routine blood test.
Statistical Evaluation
All statistical analyses were performed using GB-STAT 6.0 software (Dynamic Microsystems, Inc. Silver Spring, MD). Unless otherwise indicated, data are given as mean and 95% confidence intervals. To determine whether the frequency of stigmatization differed between stigmatized and nonstigmatized subgroups, comparisons with the C2 statistic were performed. To assess the associations between the experience of stigmatization and differences in quality of life, the HAD scores and the psychosocial subscores of the SIP were compiled and compared between those who did and those who did not report such experiences. These assessments and additional analyses on the previously defined subgroups were performed using the t test for unpaired variables and analysis of variance, as appropriate. P < .05 was considered statistically significant.
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RESULTS
Patients' Characteristics
Between October 1998 and May 2001, 359 patients were approached to enroll in the study. Sixty-nine patients (19.2%) declined owing to time limitations or involvement in other research protocols, leaving 290 subjects. Thirtythree of these patients (9.2%) were excluded because of incomplete data. There were no significant differences in the characteristics between the subjects who refused, those who were excluded, and the patients included in the study (Table 1 ). In addition, we compared our study group with the data for the entire outpatient population evaluated and treated for HCV infection at the University of Iowa during the duration of the study (Table 1) . Age and sex did not differ between our sample and the population, arguing against a significant selection bias owing to our sampling method. A total of 141 persons (55%) had contracted the disease as a result of using illicit drugs or shared needles.
The remaining patients had contracted the virus through needle stick injuries (3%), exposure to blood products (14%), potential sexual contact (3%), or some route unrelated to substance abuse, but that remained unknown (25%). Only one patient had also been infected by HIV through contaminated blood products.
Reliability and Crossvalidation of Qualitative Data
To assess the reliability of data obtained from the qualitative analysis of patient interviews, we determined the initial agreement between coders. The total mean κ -value of 0.82 and the κ -value of 0.84 on the ordinal code of "stigmatization" demonstrates what Landis and Koch 23 define as "near perfect" agreement between coders (Table 2 ). To validate the qualitative coding extracted from the interviews, we compared the numerical score of HAD for anxiety and depression with the severity of emotional disturbance, as judged qualitatively within the interview ( Fig. 1 ).
Stigmatization and Hepatitis C
A total of 147 participants (57%) experienced stigmatization attributable to the disease. While age, biochemical markers of liver injury and function, educational background, and mode of acquisition did not differ significantly between the stigmatized and the nonstigmatized, women were more likely to report stigmatizing experiences than men ( Table 3 ). The only patient with concomitant HCV and HIV infection, a hemophiliac who had acquired the diseases through contaminated blood products, did not report stigmatization. Stigmatization was associated with an increase in emotional problems. Using the ordinal scale for the perceived severity of stigmatization, there was a significant relationship between stigmatization and the anxiety and depression scores as determined by the HAD (Fig. 2) . This is consistent with the psychosocial subscale of the SIP, which also showed a progressive worsening of the patient's emotional/ interpersonal state as stigmatization increased (Fig. 2) .
Qualitatively, an experience of stigmatization was found to be associated with a weakened resolve to optimistically face the future (negative outlook: 15% vs 40%, control vs stigmatized, respectively; P < .01), a sense of having lost control (19% vs 60%, control vs stigmatized, respectively; P < .01), problems coping with the disease and its consequences (14% vs 48%, control vs stigmatized, respectively; P < .01), expressions of anxiety (56% vs 82%, control vs stigmatized, respectively; P < .01), and depression (28% vs 65%, control vs stigmatized, respectively; P < .01).
Perceived Causes of Stigmatization
Patients most commonly articulated three themes in explaining why they felt stigmatized: society's association of hepatitis C with HIV/AIDS, promiscuity, and substance abuse. Thirty of the patients (12%) felt stigmatized because most lay people did not differentiate between having HCV and HIV/AIDS. "It's hard sometimes because when people find out it's like 'Oh, she's got AIDS.' I literally wanted to kill myself because a lot of my friends just backed off." In addition, given the public's perception about HIV/AIDS, an association has been drawn in the general population between HCV and sexual promiscuity. Twenty-one patients The coding of interview data reflects the severity of anxiety and depression as assessed by the HAD (P < .01).
(8%) had experienced stigmatization because of this nega- 
Stigmatization within the Health Care Setting
Patients explained that they also felt stigmatized by health care workers. Sixty percent of the stigmatized patients experienced problems in the health environment, as opposed to 40% of patients who did not feel stigmatized ( P < .01). Patients felt directly stigmatized by their physicians who they believed viewed their HCV infection with prejudice and suspicion. Patients who were health care workers specifically mentioned the medical environment as the area where they experienced the most stigmatization:
"They actually took me out of the nursing program I was in and would not let me do an OB rotation. I had to threaten to sue them to let me complete the program."
Stigmatization and the Work Environment
Twenty-six percent of the study participants had experienced problems in their interactions with colleagues and coworkers in their professional lives. A significant difference in perception of the workplace emerged between those who experienced stigmatization versus those who did not (1% vs 44%, control vs stigmatized, respectively; P < .01). This was also reflected in reported changes in employment or professional status. Prior to the diagnosis of the disease, 12% of all hepatitis C participants were listed as unemployed or disabled (13% vs 9%, control vs stigmatized, respectively; P = .32, not significant). This number increased to 29% after hepatitis C had been diagnosed FIGURE 2. Correlation between severity of stigmatization and the Hospital Anxiety Depression Scale (HAD) and Sickness Impact Profile (SIP). The mean HAD scores for anxiety (a) and depression (b) compared for patients who experienced none (ᮀ), mild (hatched bars), moderate ( ), or severe () stigmatization. The HAD scores increased significantly with worsening experience of stigmatization for anxiety (P < .05) and depression (P < .01). The mean SIP scores for physical (c), psychosocial (d), and the total SIP score (e) compared for patients who experienced none (ᮀ), mild ( ), moderate ( ), or severe () stigmatization. While the psychosocial score differed significantly between the groups (P < .01), the physical and total scores were not statistically different dependent on the severity of experienced stigmatization (P > .1).
(21% vs 33% for control group vs stigmatized group, respectively; P < .01 for increased compared to baseline, P < .05 for comparison between the groups). 
DISCUSSION
Using an analysis of patient interviews, this study demonstrates a high prevalence of stigmatization in individuals infected with the HCV. The patients' words provide powerful testimony to the tremendous impact of negative stereotyping on quality of life. However, we attempted to go beyond anecdotal accounts of traumatic experiences. We instead employed a novel approach toward integrating and crossvalidating qualitative and quantitative data that relied on well-defined inclusion-exclusion criteria, quality controls at various levels to assure the validity of interpretations, and crossvalidation with quantitative survey data. 24 With this combination of methods, we were able to qualitatively examine the concept of stigmatization, its association with clinical and demographic variables, and its potential causes as articulated by the patients themselves. 25 While this is the first study, to our knowledge, to define levels of stigmatization in this patient population, others have previously investigated stereotyping in various disease groups. Patients with HCV infection face negative stereotyping nearly as often as persons infected with HIV. 26 Both HIV and HCV infection share risk factors and are associated with marginalized or even criminal behavior, which may account for some of the similarities. In both cases, fears of contracting a potentially lethal disease may also contribute to the common prejudicial attitudes. Based on these considerations, it is not surprising that patients infected with HIV or HCV face higher degrees of stigmatization than individuals with other chronic diseases. 27 Such experiences, and the assumption that diagnoses such as HIV infection will trigger negative reactions, can lead to secrecy, fueled by the fear of discrimination and concerns related to disruption of familial and professional relationships.
28,29
Previously published work showed a similar impact of stigmatization in mentally ill individuals. One study consistently found stigmatization leading to isolation, anxiety, and poor coping with the disease. 30 During follow-up, patients frequently expressed feelings of rejection, selfdepreciation, and a weakened "sense of mastery," feelings that persisted even when the underlying psychiatric problem itself had improved. [31] [32] [33] In our study, problems with coping were apparent in the high percentage of patients with hepatitis C who expressed a sense of helplessness, loss of control, and the prospect of a bleak future. The parallels between patients with very different illnesses points to stigmatization as an important contributor to such difficulties in adjusting to life with and treatment of a disease. We also found a correlation between stigmatization and problems in the professional lives of patients, further increasing the burden of the disease. While little is known about the likelihood of discrimination in patients with chronic liver disease, prior studies have demonstrated a relationship between popular conceptions of a disease and problems patients encounter in the professional sphere. 34, 35 In addition, many individuals spoke of significant problems within the private sphere. Estrangement from family was associated with a decrease in social support, thereby potentially further interfering with their ability to cope with the disease. Similar results were found in studies of patients with HIV/AIDS and tuberculosis, where patients expressed the feeling of being shunned by those to whom they felt closest. 36, 37 Such experiences result in adverse effects on well-being, as expressed by many of the patients interviewed here or as reported in the literature. 38 While hepatitis C plays an important role in triggering fears and concerns, psychosocial problems may, in some individuals, result from preexisting personality traits that can lead to risk-taking behavior and which may have resulted in the acquisition of hepatitis C. 39 However, the likelihood of experiencing stigmatization did not correlate with differences in the mode of acquisition, indicating that emotional problems cannot be simply explained by drug abuse and the associated personality and psychosocial problems. Rather, such feelings were more clearly associated with negative stereotyping, as we noted significant differences in all of these topics between those who did experience stigmatization compared to those who did not. Interestingly, women were more likely to report stigmatization than men. Very little is known about the influence of gender on the likelihood of negative stereotyping. Studies with disfiguring diseases, such as leprosy, suggest that the distorted body image increases the perceived or actual frequency of stigmatizing experiences.
14, 40 The acquisition of a potentially contagious disease violates the image of women and mothers as protectors of innocent and helpless infants, thereby marginalizing female patients with HIV or other infections. 15, 41 More studies are required to determine whether and how patients' sex affects social interactions between patients and their environment.
Stigmatization not only affects the individual, it also directly impacts the treatment of the disease. Health care workers are not immune to prejudicial views related to disease. Therefore, stereotyping can function as a significant barrier to treatment. 42 As a result of such experiences, individuals may resort to secrecy in an attempt to avoid the label of a disease. 43 Such secrecy, in turn, may result in further withdrawal and social isolation or may prevent individuals from seeking medical help. 44 The study relied on information abstracted from lengthy patient interviews. While this process is a potential source of bias, we controlled for the quality of these data by using intercoder reliability measures and correlating the qualitative and quantitative results. The sample size and these internal and external validity checks allow conclusions that go beyond those obtained by many other studies relying on such extensive interviews. The patients included are representative of the patient population with hepatitis C seen at a tertiary referral center in the more rural Midwest. However, additional investigations are needed to determine whether patients in metropolitan areas or ethnically more diverse regions similarly experience stigmatization. It is conceivable that a referral center attracts a disproportionate fraction of patients with psychosocial problems who are willing to travel longer distances for their medical care. Yet interestingly, neither the size of the town of origin nor the distance to the University of Iowa correlated with the experience of stigmatization. These results and the importance of the University of Iowa Health Care as the main provider of specialized antiviral therapy in this patient population within the region argue against significant distortion resulting from referral bias.
More than half of the patients experienced stigmatization. This key finding clearly highlights the need to discuss such problems with patients and their families. Our results also demonstrate the need for broad-based educational efforts to increase the popular understanding of diseases associated with pejorative stereotypes. These efforts should include health care providers, who may also be affected in their judgment by widespread misconceptions about illnesses such as hepatitis C. Additional studies using qualitative methods or surveys will be needed to determine whether a similar prevalence of stigmatizing experiences can be found in patients attending other specialty or primary care clinics. Moreover, it will be important to assess whether supportive and educational interventions can lessen the emotional burden associated with the disease and improve the quality of life of patients.
APPENDIX 1
Interviewing Questions (1) Can you tell me what your condition is exactly? What physical limitations do you have and when were you initially diagnosed? (2) Could you tell us a little bit about yourself: the things you've done, your roles in life, who you are? What in your life are you most proud of? (3) Can you share with us anything specific that might have caused or helped cause your illness? (4) Have any of your family members had similar health problems? Does this family history worry you? (5) What impact has your physical condition had on the quality of your life? Would you say that your quality of life as compared with 1 year ago is better, about the same, or worse? (6) As you go through this experience, have you begun to think about yourself differently? (7) What has been the hardest thing for you to cope with related to this experience? How do you go about coping with your condition? (8) How does this illness make you feel emotionally? If there was one emotion that you would use to express how you feel, what would that be? (9) Since you were diagnosed, what would you say has been your biggest regret? Would you say you feel emotionally worse since you were diagnosed, about the same as before, or emotionally better off than before? (10) Can you share what health-related worries you have? Do you worry more about your health than you do other aspects of your life? Did you share these worries with your doctor or nurse? (11) How would you describe your outlook or thoughts as you look to the future? (12) What are the various things that make your life meaningful for you? What do you turn to when you are in need of strength? (13) We are interested in the impact this illness has had on your relationships: • If you were in a crisis, who would you turn to? • Do you have a spouse or significant other? How has that person reacted to your situation of being ill? When you think about when you were healthy, would you describe the two of you as closer, somehow further part, or just as close as you always were? • Can you describe the level of support you can find in your family? Can you explain why are you able or not able to rely on your family to help you through difficult times? • Would you say that you are close to others outside of your family? Why would you say that? What about coworkers, are they understanding and supportive? (14) Have you encountered any negative judgments from others because of your disease? If yes, can you say who has made you feel this way and under what circumstances? (15) How has your disease affected your sense of control in your life? What are the situations where you feel you're not in control? (16) What has been your experience with your doctors here or elsewhere? Would you describe it as positive or negative and what has made it positive or negative? What in your eyes makes a good doctor? (17) Do you feel that you can ask your doctor or nurse any question? Do you worry that you may be taking their time with your concerns? (18) Where do you get most of your medical information? Is there a source you tend to rely or believe in the most? In general, are there other things about your health condition that you would like to learn from your doctor? (19) What is the most difficult part of following the treatment the doctor recommended for you? Can you describe situations where you are unable to follow the doctor's treatment, such as taking your medicines, watching your diet, or exercising? (20) Did you feel comfortable with your treatment decisions? Do you feel you had choices in your treatment and that they were respected? Who did you discuss your treatment decisions with; what really helped you to make up your mind? (21) Do you use other or supplemental, herbal, or alternative medicines, and if yes, what are those? (22) If you were to describe yourself as something-it can be anything in this world-an object, an animal, anything-before when you were healthy and now, what two things would you choose? (23) Is there anything else that you would like to add that would help us to understand your experience? (24) Finally, is there anything you would like us to share with a social worker, a pastor, or your health care team about the way you are feeling?
